h # m 4* vt- it 

JAPAN PATENT OFFICE 



^4iStR-e4i:i: £ IE 93 -f s <> 

This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 

iL M of Action: 2 0 0 3 ^10^160 



2003-356934 



m m # -f- 

Application Number: 

[ST. io/C] : [JP2003-356934] 



m K A 

Applicant(s): 




tamm^r tbiEJj# 2004-3002325 



mm 2003-356934 



^-v: i/E 



[Jims] 

[ft*] 
[ft*] 

[ft*] 

[#ttfcBKA] 
[f»#f] 

[ft*Xfi*#] 
[ftSA] 

[#a±] 

[ft*Xfi*ffc] 

[ft*xt±*^] 



32617 

¥/&15^10J! 16 B 
C07F 3/06 

j£Sftj£SrfTjiC!x^fflJiC2Ti 19-18 

Jfe**m«Flfrifffii«l«r 2TI6f If tfcfcgctt^- KWFSEBrrt 

^*»m«FTijHSi«mr 2Ti6t it w^m-- vm^mn 

000134637 

jEtmmfzm-fimmmm 2tb 6t it 

100067828 

100075409 
A— 



[ffiSft] #02003- 56068 

[ttiSIB] WU5^ 3H 3B 



IffllB] 



[w*i 
[^*] 



#112003-113707 
W15^ 4JU8B 

012472 
21.000R 

#I^Iit^<oiaB l 
W«B# 1 
HI 1 

1 



[£.&£teb£#-E-] 9709342 



tBIE#2 004-3002325 



2003-356934 



1/ 



i ] 

Hfci] 




[W*«2] 

o 

[W*«3] 
[ft 2] 




[fS^4] 

^^-AH^tr^t^tt^^ (i) nmku&o 

[X*- A 1 ] 
[ft 3] 





ffiSEifiF 2004-3002325 



4$H 2 0 0 3 - 3 5 6 9 3 4 ^- •>* : 2/E 

] 

[fjfM6] 

(id x-mfrzn&it&wjo 

Ut4] 




(n) 



tBfI#2 004-3002325 



m 2 0 0 3 - 3 5 6 9 3 4 ^- V \ 1/ 

[0 0 0 1 ] 

m^it^m^mm^m. axr/mtm^m^mmt^t Lxmrn^ntzit^yo^m-t 

& i><DX$>& 0 

[0 0 0 2] 

>, t^-f-v^coM*^, T-X'^^K, tffrf 5 >®?<7)# y^i^'j yffi.1t ( 

[0 0 0 3] 

ItlZX *) fix*- K«|»$*i, «»$*LTV»S 0 
[0 0 0 4 ] 

S-^T L T £ fc t5 ? H^ <b ^ £ & o T # T 0 
[0 0 0 5] 

i?Dx.{i\ aansio^xtfi. v yffiit-m.') yffiit<nmit;tf--mx$)Z>t^-hin-x^z>o 

o£*k *BIM»§^^T^#iti±«*&i£l? OVJ'BMI: (ZtzltW.*) yffi 

it) iz± lomwznx&io ^ en*) ymitK&v 4 9 ') yt-y-4 ? »; if ( 

CDK) ^H4Lfv»4#, »f*>-6 * ii -X A^l^i"* t U >SMfc ( f fi!& «; ^BHfc 
[0 0 0 6] 
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[0 0 0 7] 

t^oT, * w^so'j yffi\t-m.') yffi\tm^^M-thz. tn, ±^nmmj&mm 

[0 0 0 8] 
[0 0 0 9] 

0ijx.(i\ mmft&mt. nmt^^^y^^nm^^mx^^x^^m^mt^nm 

&tf$>Z>i)K #g£J5fc#:£ ttmmxh^O, Ztz, W|n;^g«kD 

a&Tx$>&m&^i±^ ?ys*?n*<D>) ymitwmz%i&-fz>tjittizmmir2>z.t&x* 

[0 0 10] 
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[0012] 

<7> 'J >m^tcogefi^^fgHM LT(i, -^fE«c£tiTv>&v> 0 ^|§B^# 
10 0 13] 

o L^U i!if££$ciM$f;L Mmft^fDMrn? y^>7%XlhZ>^Ax-*) KU> (hemerythri 

[^MffrXSU] tvn • -t';*, ffe2£, preparation and Study of Dinuclear 
Zinc(II) Complex for the Efficient Hydrolysis of the Phosphodiester Linkage 
in a DiribonucleotideJ , V -Y • ir ~? • *F • *r 5 f) )V • y-q-z-y- 4 • •jr 5 f) 

)V • n < 3- =. >r — v a > X (Journal of the Chemical society, Chemical communic 

at ions) , p. 1793-1794 (1995 30 
lWm^1cm2] Hf*X • T'J -i , #6£, TA novel diiron complex as a func 
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5 X h — (Journal of Inorganic Biochemistry) , §8 2f , p. 153 — 162 
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[0 0 3 8] 
[0 0 3 9] 

ris^j t»±, 5£ (i) oft-a-%4 5 > 

fi£«a£ri*lfl*Lfcv^t;:i-£ft:/B&*r-r& 0 lot, ft^-tJ (I) 0$^{C£>V>T, 
[0 0 4 0] 
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[0 0 4 1 ] 

---c% rci-c67/u*i^^*j til, ^ssi - 6 <nw.mwiifzi±frtfimvi<7> 2 mm 

*^-ff-vy, *^-)V3L*f-vy , >f ;i/yntfl/>, V* fj^n tf V >^%mf 2> £ t 
# ? -C£, C1-C47** U L < , C1-C27** U>3g**«t •) jf * Lv> 0 
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fc LT- h d^-t h5'/'J ^Ai5-7'n^-4-^nn-3-^ > KU ^ 'J >$t£fflv>-C$c 

o ifc, >^<7)^7tfe^-^#m$n^X h UX h 7 If V > & rt7jS$flT& 0, i 

[0 0 4 61 

nTtlt *<5o *®X7X^6>^tR| (S P R) ISgffl^^U - h t LTX h l/T'h T 

9J©tt#fb£*«r*:f1tflS*Si:, *fM^^Lf:^®^7X^ >5*tR§ (SPR) 
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ifc. *»W*c«*ib^»t:^tt*(-X-Y)3lfOM<>#HIR5e$*Lr, TIEfb£-«» 
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c\<Dlt&%o (I') tit^m (I) (i^<^fiffi"eab«5. ^i£TM5r*iofb£-&fcfc*?Hi 
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^o-c. r 1 i: r 2 e>um*mm, Kfcum, ffis^v£^{±, stir 

^II^T^ASft^it^Kii, R 1 t R 2 <Dm^t>^tt LT(±*^ICT5 (»-^T 
[0 0 5 6] 

^tc, fb^-t/ (iv) <Dm-tfc^£-mi&zmto-t2>z tiaot, jb^ (i) ^ 

t^T^^o ^J^filim3ei& (II) ^StmSi&dD^v^^Pi-^tdfJ: «&f&(ll)£ 

mm-r m& iz it , -e. g^^@Ef£ l £ j^t ^b^7H# *i & 0 

[0 0 5 7] 
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[0 0 5 8] 

-ofb^ti, <b^t? (i) 1 19 fb^-t; (i) 

mtE#2 004-3002325 



mm 2 0 0 3 - 3 5 6 9 3 4 ^- v : 8/ 

[0 0 5 91 

it&®> (I) <DWMit&'®)X3bZ>it / gfy) (II) fi, tlTO^-A 2 ICJ: I9^^i-^>>1 

fc tfX* # & o 

+ - A 2 ] 
[0 0 6 0] 
[ft 8] 




[0 0 6 1 1 

[5£4u R 1 {±mf^L^<)<7)<h[Wia^^i-o Sfc, "Ha 1" fi, Anr^^^^L 

WMlt&we&zik&yd (vn (1,3-77^-2-^7-^) ti, Tfriso&o 
<h^-e§^» 0 ttz. it&rn (vn) (ix) liitrnMrng-zmmz 

[0 0 6 2 l 

^ + -A2t?li, 3fe"f\ MSoff^TK-fb^ (VI) t (VII) Sr»^-RI&S-e:-C. 
fb^tf (VIII) £«So *R(£li-fc»-fofl:£!» (VII) *»XUv»oTtJ:v># 
, 3 iiJil^l^ft (VII) «r|gffli-*ifcm:o-C-SKRjCli.-Cft^ (VIII) 

i fc <>-c# -60 

[0 0 6 3l 

X*-A2T*I±, »^RJSfc LTiS7C^T5 ylkfcfcZff &oTv>4, 
S*iSiS«Ett* fb£!» (VI) fc (VII) fc *2SKWfc»Are£, Eli>&lfi«L£v>kc7> 

[0 0 6 4 J 

MtcMTZ sitfrfcXlt, (VI) fc (VII) £te«Efc LTOitiam^ftT 
[0 0 6 5] 

RjSias fc Ric-aus t± . ® *4-fb^%/ ^ izx o t# jg & * &m -r n a x ^ 

OTxtf 2 0-8 0VX 12-10 OBSWKJCt. 
[0 0 6 6] 

tM&^-v^v* A^st?(6*L7t^ ^«tSr«BES*-f *o *v»T, «i^v'J*y;v* 
7A^D-r h^7 7^-^0^73^C«t 0««Lt, fb^ (VIII) £#£Cfc7&*-e 
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[0 0 6 7] 

it&%o (viii) *%&iim[$**-i>.2^7KLtziimzm.h*iir\ mx.iat&® 

(vi) t^uyy^^hi^m (viii) ^MLtUv^ 0 

[0 0 6 8] 

;AH> (IX) C<b Hi 19, (II) t^^i^o £ 

A Mf£fl £ ft & o T 6 J: v > Q 
[0 0 6 9] 

ttft^-l* (X) *ii^:ut-^, 

[0 0 7 0] 
[ft 9] 



[0 0 7 1 ] 

[5fcfK X, Ytillir&L?t*>ofc|S|&£^-$- 0 ifc, R 3 -R 5 ti, kfU y>iR±0 4 i 
[0 0 7 2] 

^^SHctoTtf; y>a*3&**scwtc'; yftftotv^fc*, ffi$&n*t-r&ge&i4K 

[0 0 7 3] 

Ifttfl:^ (X) o^ffl^ft, M^S, JBMMfc#«rKov»T*i, It^b^fe (I) »c 

[0 0 7 4 ] 

[HifeflJ] 

[0 0 7 5] 

(Sijgfll 1 - 1 ) 6-7nt^f)^nf>^fii, 
[ 0 0 7 6] 
lit 1 0 ] 



[ 0 0 7 7] 

6-^;u^n^>^-^ 50g (331mmol) OHiS-ffc^ (625ml) "igflKKN-rn^en^ 
^BKS K 59g (331mmol) ^ix./;, JEKiiflMfc'O /I" 1.0g*jgtPft, SftffCTfc 
fc.TOL&T^ 4 0-5 0tt2 4 NfTO^^o 




\^%Jjj^R 5 (X) 




[0 0 7 8] 
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fc*»Lfc 0 t#^n^^zt$r^7A^n-7h^v7^-T'W^L, 37g<7) gpU^£*#£o 
'H-NMR (CDCI3, 300MHz) : 5 3.96(3H, s, OCH3), 4.58(2H, s, CH 2 Br), 7.54(1H. d, p 
y), 8.30(1H, dd, py), 9. 17(1H, d, py) Q 
[0 0 7 9] 

(UMM 1-2) N,N, N'- h ') (2-fcf 'J y)Mf)M-l,3-y7 5 / 
[0 0 8 01 
[it 1 1 ] 



H2N^k^NH 2 OHC >^ 2)NaB(CN)H 3 




[0 0 8 1 1 

l,3-y'75/7'n^>-2-t-;i/ 32. 6g (362mmol) <r> * 9 J - )l> (2400ml) igf&lCaft*! 
M 60ml£}jn;U IC2-I; 'J y>7;Uf t K 116. 3g (1.09mol) ^?lTLf:I, y77 h 
'J t: Kn*->it h 'J -7 A 50.16g (798mmol) fcifcillLfco **0»T«, ^S"C3 BF^R 

[0 0 8 21 

RJS?ft^»iaBi**nxrpH6tc»ISEL*:&, u 0. iNTkBKt?- h u * a 

SfciftLfc&KiftlgLfco #?)Ml**7A^07h^77^-r*fflSU 34gOg|ft 

*H-NMR (CDCh, 300MHz) : 5 2. 59-2. 83 (4H, m, CH 2 ), 3. 86-4. 01 (7H, m, NCH 2 py, CH), 
7. 15(3H, dd, py), 7. 23-7. 32 (3H, m, py) , 7. 56-7. 65 (3H, m, py) , 8.53(3H, dd, py) 

o 

[0 0 8 31 

(«itfll 1-3) N.N.N'- h >; (2-tf'J v;w^« -f-;i/)_N'-(5-^ h * > Jj fl>tf- )V-2- \d >J 

f^)-l,3--/7? 7 -fu^y-2-jr-)\, 
[0 0 8 41 

[fb 1 2 ] 




[0 0 8 51 

^it^J 1 - 2 -Ct#/cN,N,N'- h (2- kf'J y;Mfil/)-l,3-y'7 5 7 T'n^y-Z-t-^ 
18.2g (50mmol) y^f i^tiVA75 K (150ml) SI«[t;|ftBI* U •> A 13. 8g (100m 

mol) SriPx.. Mit^J 1 - 1 t*Hf;6-7o^>f;^3f yg^f;i/ n.5 g (50mmol) <D 
gly^f;^;^7 5 K (75ml) M^iTL, $jTt£, 5 0^1^5$$*^ 
[0 0 8 61 

i§ffc£<£*nL£f£. 750ml OTKmSALTlNia^T-p H 8 KflSELfco @£®t^ 
5||^*7A^n7 h^7"7-f — CfllfUL, 21.5g<Z)Bfi«>&fcf§fc 0 

'H-NMR (CDCla, 300MHz) : 5 2. 58-2. 73 (4H, m, CH 2 ), 3. 83-3. 95(12H, m, 0CH 3 , NCH 2 p 
y, CH), 7. 10-7. 14 (3H, m, py) , 7.34(3H, d, py), 7. 50-4. 60 (4H, m, py) , 8. 17(1H, dd 
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, py), S.50(3H, d, py), 9.09(1H, d, py) c 
[0 0 8 7] 

(m&m 1 - 4 ) N, N, N' - h 'J (2-fcf 'J v;l/> ^;u)_N'-[5-N"-(2-T < y X-*)l>)1] 
■t'f ;w-2-tf >; yJMfiH-l,3-y7 ^ / 7°n/N->-2-+-;u 
I 0 0 8 8 ] 

[fb l 3 ] 




10 0 8 9] 

MditfiJ 1 - 3 -et#7^N, N, N' - 1- 'J (2- \£ 'J v ^ ;u) -N' - (5-^< h * v i: ;U ;u-2- fcf 
'JyiMf^-U-yT^y^n/O^-t-^ 9.7g (18.9mmol) <T> * 9 J - )\/ (100ml 
) mmiZJL^- u VVT A y 22. 7g (378mmol) £?RTU igjTfjL lfit3 B HHRJfc 

[0 0 9 0] 

Rfi>f&> mMZMffiL, #^tl^g^*7Ayn-7hy'7 7^-tffllL, 9. 72gO 

'H-NMR (CDCls, 300MHz) : d 2. 54-2. 71 (4H, m, CH 2 ), 2.94(2H, t, CH 2 N), 3.49(2H, d 
t, CH 2 N), 3.80-3.99(9H, m, NCH 2 py, CH) , 7. 12(3H, ddd, py), 7.35(3H, d, py), 7.45 
(1H, d, py) , 7.58(3H, ddd, py), 8.02(1H, dd, py), 8.49(3H, ddd, py), 8.89(1H, d 

. py)o 

[0 0 9 1 ] 

m&m i - 5 ) 

[0 0 9 2 ] 
[it 1 4 ] 




[0 0 9 3] 

^51150 1 - 4 tM#fcN,N,N'- h '1 (2-fcf 'J v;U^^-;u)-N'-[5-N' , -(2-7' 5 J 

U y';V^ f Jl/]-l,3-y 7 ? y yD;r/-2-t-^ 200mg (0.37mmol) OT-tr 
Y=-Yi))V (20ml) mm^. Jk^i^m-T Y <>? A 336mg (4.0mmol) „ i^T4-^Dn-7- 
-Fn-2,l,3-^>'/^+ty7y-^ 73.8mg (0.37mmol) ^i^0L> £fi-C 2 B#F^j£ 

[0 0 9 4 ] 

SfSflL }&i££flt*iU uu* 9 >50ml t ?}t50ml &;ta;L55*?& U v^nn^^Jg 
^AETK^f- h V -7 A-C^m, if)H^^i^*7A7n7hy*77^-tiIL, 71 
.2mg^aift!!%£t#£o 

'H-NMR (CDCls, 300MHz) : d 2. 46-2. 69(4H, m, CH 2 ), 3. 65-3. 95(13H, m, N 
CH 2 CH 2 N, NCH 2 py, CH), 6.06(1H, d, Ar), 7. 08-7. 13(3H, m, py), 7.32(3H, d, py), 7. 
42 (1H, d, py) , 7.56(3H, ddd, py), 7.96(1H, dd, py), 8. 44-8. 48 (3H, m, py), 8.19( 
1H, d, Ar), 8.83(1H, d, py) c 
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[0 0 9 5] 

m&m i - 6 ) *mn^i%&m§iiMfomwL 



[0 0 9 6] 
[it I 5] 




[0 0 9 7 ] 
[0 0 9 8] 

tzit^%»* (p h = 6. 8 6) KmmLxm^^mmt u 2^^^o 

:n^MALDI-TOFvXX^^ h J: o TillS L £ 0 
[0 0 9 9 ] 
[ft 1 6 ] 



[0 10 0] 

MALDI-TOFv^X^? Hi <h Ltito Hi 5^?-f * > If 

-^75 ? 926.22 (exact mass :926. 11) t LXMmZti, £tz, 910. 240 M - 9 Ji, 

[0101] 

(SUitfll 2 - 1 ) 



[0103] 

D-tf^--^^ 137mg (0.56mmol) <T)¥ * f Jl/^fiT 5 K (10ml) rgi&iC, 1,1' 




C 36 H37Nii0 9 PZn 2 
Mol. Wt: 929.49 
Exact Mass: 926.11 



[0102] 
[it 1 7 ] 




.CONHCH 2 CH 2 NH2 
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^;U^W5^y'-;U 116mg (0.72mmol) Srv^flnU 1ST" 1 2 B#^Slt< ^coflL 
j£)£?££7ki£U Stittil 1 - 4 T'#/cN,N,N'- h 'J (2- kf 'J ;u y ^ ;u)-N* -[5-N' ' - (2-T 
< y i^-;l,)# ;ws^ ;u_2-kf 'J f;H-l,3-y'7 5 y/n/O^-t-^ 260mg (0 

.48mmol) W^f^J^T? K (3ml) ilft^iTL, &*P?§£^ LtlSt* 2 mmK 

[0104] 

RfL<l*-Tf^ 50mHc4£AU ^nn^^A 50mlT' 2 ElJftta Ltz 0 ? n n * 

*iLTt#<bft£Mq D n£7> 7 A ? n-7 -"C-ffiSSU 265mgOgift^ 

^-NMR (CDCh, 300MHz) : «? 1.27-1. 47 (2H, m, CH 2 ), 1.50-1. 75 (4H, m, CH 2 ), 2.13-2 
.26(2H, m, COCH2), 2.52-2.74(5H, m, NCH2, SCH2), 2. 79-2. 88(1H, m, SCH2 ) , 3.01-3. 
12(1H, m, SCH), 3.43-3.65(4H, m, NCH2CH2N) , 3. 80-4. 02(9H, m, NCH 2 Py, CHO), 4.22- 
4.28(1H, m, NCH) , 4. 42-4. 49(1H, m, NCH) , 5.83(1H, bs, NHCO), 6.60(1H, bs, NHCO), 
7. 07-7. 18 (3H, m, Py), 7. 31-7. 38 (3H, m, Py), 7.44(1H, d, Py), 7.59(3H, ddd, Py), 
8.03(1H, dd, Py), 8. 15(1H, bs, NHCO), 8.42-8. 58(3H, m, Py), 8.94(1H, d, Py) Q 
[0 10 51 

m&m 2-2) *$kWK&z>m.mmfcmffi. 

[01061 

ati si 




[0 10 71 

±iE^iii5ij2 - 1 X'&j&Ltiit&mzi) ymmmm. (p h = 6. 8 6) izmmLxmm 

[0 10 81 

[0 10 91 
[it 19] 



C4oH5oNio0 8 PSZn 2 

Mol. Wt: 992.69 
Exact Mass: 989.19 




[0 1 1 01 

MALDI-TOFv^x^^ MK7>|g#£ % H 3 t Lt^to Hi 3^. *>fcf 
-^{±989.56 (exact mass:989.19) t LXMffl£tltz 0 
[0 1 1 1 1 

1 ) 10% Native-*" 'J7^'J^75 Ky^m^Hj 

tiiiE# 2004-3002325 



#11 2003-356934 



^-v: 14/ 



[0 112J 

1 2 5 mM T r i s -flBfc ( p H 6 . 8 ) 

4 . 5% (w/v) *°'J )V T 5 K (7? 'J ;UT 5 K I kf* 7 ? 'J ;UT 5 K= 3 

Oil) 

3 7 5 mM T r i s -iSK ( p H 8 . 8 ) 

1 0 % ( w/ v ) # U 7 * V ^ 7 5 K (7 ? 'J ;W 7 5 K I tf X 7 ? 'J )V 7 ^ K= 3 0 

: l) 

^.mr^mpummm (pus. 3) 

2 5 mM T r i s 

1 9 0 mM W v > 

> ( 3 mmmm.) 

1 9 5 mM T r i s -tap ( p H 6 . 8 ) 
1 0% (w/v) ^V-bn-;u 

0. 1% (w/v) BPB (7'nA7x/-^7>-:iiicifei-7-*-) 0 
[01 13] 

3fctc, l : 7yM7;v7*5>, 2 : p-ii-v^O (>) >mtW.) , 3 : p-xmy 

Si «5t*f& * fir * o £ o 
[01 14] 

nhKtzY)v*±.umkm\ - 6^mmLfz*%mi~i%z>msmm%m (50 M u) urn 

[0 115] 

HI2<7)iii9, J: tiff, »; Ltz p J > (2) a> frOj'&igX 

[0 116] 

(Sjtfli 3 - 1 ) 
[0 117] 
[ft 2 0] 




[0118] 

Mii#8 1 - 4 -C#£N,N,N'- h 'J (2- tf U ~>*;i^ ^-;i/)-N'-[5-N* '-(2-7 < yxf 

4 )V-2-\d V y'lMfiH-U-yT ^ J -?u;<>-2-*- 113mg (0.21mmol) <7>7-fc 
h- h ij ;w (lOmL) *§?£K> 5-(N-^ ? ■> ^ ^5 y^t + v* i^t-;V) D-kf* 
f >75 K 95mg (0. 21mmol ) O^f*^ A> * + > K (2mL) mfo iiTLfco 

miiE# 2004-3002325 
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^-v: 15/ 



[0 119] 

Mfi-C 6 ^faira, &|f L Ttf ft /cffilip n n £ ii v A * n -r h 7 "7 - L , 

136mg<OgM£#£ (»76%) o 

! H-NMR (CDCh, 500MHz) : 8 1. 25-1. 32(2H, m, CH2), 1. 38-1. 47(4H, m, CH 2 ), 1.56-1 
.67(5H, m, CH2), 1.68-1. 77(1H, m, CH 2 ), 2. 11-2. 22(4H, m, COCH2 ) , 2.58(2H, dd, J= 
8.0 and 13.3Hz, NCH) , 2.66(1H, dd, J=3.9 and 13.3Hz, NCH) , 2.68(1H, dd, J=3.9 an 
d 13.3Hz, NCH), 2.71(1H, dd, J=3.0 and 13.3Hz, SCH), 2.88UH, dd, J=5.2 and 13.0 
Hz, SCH), 3. 07-3. 21 (3H, m, NCH, SCH), 3.45-3. 59 (4H, m, NCH2), 3. 82-3. 91 (8H, m, N 
CH 2 Py), 3.94(1H, tt, J=3. 9 and 8. 0Hz, OCH), 4. 28-4. 32(1H, m, NCH), 4. 46-4. 50(1H, 
m, NCH), 5.62UH, bs, NHCO) , 6.40(1H, bs, NHCO) , 6.62(1H, t, J=5.7 Hz, NHCO), 7 
.10-7. 14 (3H, m, Py), 7.23(1H, t, J=6.0Hz, NHCO), 7. 32-7. 36 (3H, m, Py) , 7.43(1H, 
d, J=8.2Hz, Py), 7. 56-7. 61 (3H, m, Py), 8.06(1H, dd, J=2. 3 and 8. 2Hz, Py), 8.17(1 

H, t, J=5.0Hz, NHCO), 8. 46-8. 50 (3H, m, Py), 8.96UH, d, J=2.3Hz, Py) 

13 C NMR (CDCh, 125MHz) : 8 25.0(CH 2 ), 25.5(CH 2 ), 26.2(CH 2 ), 27.7(CH 2 ), 27.8(CH 
2), 29.0(CH 2 ), 35.6(CH 2 C0), 36. KCH2CO), 39.0(CH 2 NH), 39.3(CH 2 NH), 40.7(CH 2 S), 4 

I. 0(CH 2 NH), 55.6(CH 2 S), 59.2(CH 2 N), 60.2(CHNH), 60.7(CH 2 Py), 60.8(CH 2 Py), 61.0(C 
H 2 Py), 61.8(CHNH), 67.4(CH0H), 122. l(Py), 122.8(Py), 123.2(Py), 128.5(Py), 135.6 
(Py), 136.5(Py), 148.0(Py), 149.0(Py), 159.3(Py), 159.4(Py), 162.6(Py), 163.9(NC 
ON), 166.3(C0NH), 173.4(C0NH), 174.9(C0NH) o 

[0 12 01 

[0121] 

Ut2 1] 

O- V /- NH HN ^(CH 2 )s-N- < 



H=>\X> L^nh C 46 H 61 N n 0 9 PSZn 2 

" ' - ' - - ~ Mol. Wt: 1105.85 

Exact Mass: 1102.27 





[0122] 

±Mn&mZ - 1 X^fcLtzit&ty (200nmol) **)>mmm& (pH = 6.86)Kj§#LT 
[0 12 3] 

:«^MALD I-TOFvxx^?F;K;J: V) 5^flf1"£ - t iz <£ o T, ±SE1E#& 
»flEO#££*BL7fco MALDI-TOFv^X/<^ h**)****, HI 4 t Lt/Tt 0 
EI 4 <=f . *>fcf-*(ill02.3 (exact mass: 1102. 27) t Lt«I $ ftfc 0 

[0124] 

mmm 2 > 

Xhurh7t*v>7^n-^ (tT**- : 60~120nmol/mL) tjgfflfffiwlg 
?if£0.3mL (v^tt^D ^Ii^7^^-^7h (^s0.5mL, 7 * )V 9 - #T^0. 
22^ m) KftfcU 2000Xg-Cl 5#ll]»'M5««fcjWt, Lfeo *V»-C, 5. 

OmM h 'J^-T-fef - h (pH = 7.4, 0. 30mL) HZfi^U 200 

OXgT* 1 5#K*^«ifiT5fe^-r**f^S: 5 Elfffcofco 
[0 12 5] 

;07^^-a-7hC, §2ii#!l 3 - 1 "C^-JS L tzit y £M (120nmol/mL) t&WtW.$& 
(500nm/mL) £f&j# Lfc5.0mM h U^-7tf - YffikWiWl (pH=7.4, 0.30mL) £JI*#L 
> 5#H 2 F«fl;Lfc&. C^^2000X g T- 1 5 8>fflflt<fritiftLrt:o 5. OmM h 'j X- 

aJSE#2 004-3002325 
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^-v: 16/ 



T-tr-- hBiisB (pH = 7.4, 0.30mL) £ 7 -f )l 9 - v MlflffL, 2000 X gX* 1 5# 
F^it^M^rf-i-^)^^^ 5 (al^f ^o^o SllC, 10nmol/mL@1^ffif&£i§M L£5.0mM h 
•1 *-7-fcx- Mlijffc (pH = 7.4, 0.30mL) £ 7 * )V 9 - 3-- v M-JI# U 2000XgT 

1 5 tm&<om® zm^z 5 mn u^tz 0 

[0 12 61 

t#<bft£7^ )V9-^-=- y =&®-t Lt^'J >®Kt^7°if- Kp60c (p60c-src pepti 

de 521-533, 14nmol/mL) is XV") yWiit^-?^ KP-p60c (0-phosphory 1 p60c-src pepti 
de 521-533, 12nmol/mL) L £5. OmM h 'J X - 7 -fc -r - h- Wi'MfflL (pH = 7.4, 0.30mL 

) £ffi#U SftmWmitLtz'ik. 2000XgT? 1 5^KjS^««L, :«I$^77^y 

[0 12 7] 

5.0mM - Mii (pH = 7.4, 0.50MNaN03 , 0.30mL) * 7 4 )V j? 

-sl=. y hbzmWL, 2000Xg-ei 5fpmM<L>m&'f2,1%i>i:£ 3®i7%^tz 0 
iMMZ. 77^ya>2, 3, 4tLtz Q 
[0 12 81 

l.OmM ym-i^Miti- Y ^ -^mnWi (pH = 7.4, 0.50MNaN0 3 , 0. 30mL) *7 

i )V9-3.^.-y mijbj#u 2ooox g -ci 5 nm^mM-t i>m^ 2 eht & o -ett 

[0 12 91 

±ie^ 7 7 7 y a ><7)^ K^irt ^ > HPLCftt l/; 0 t# h ntz^-mmm.^ 

1 1^1" o 
[0 13 01 





1 


2 


3 


4 


5 


6 


p60c (%) 


67 


24 


9 


0 


0 


0 


P-p60c (%) 


0 


0 


0 


0 


83 


17 



[01311 

HPLCM^ft 
# 7 A 

[0 13 21 

[0 13 31 

(JttsetfiJ 1 ) 

7, \ l/7'l > 7t*y>7**o-7 I 60~120nmol/mL) <h ^Sri&^lfg 

?§?£0.3mL (^y-'-^ttiSi) li>S7^)^-a;7F (^S0.5mL, 7 1 9 -?£T'& 
0.22 fi m) K^ftBU 2000Xg7M 5#^^S>L^^^^tt> If til L £0 ^V>-C\ 

5.0mM h'j7>-7tf-FiM (pH=7.4, 0. 30mL) ^7^^-J.-7K:i#U 2 

oooxg-c 1 5fpr£\M<km®mfri-2>mftz 5 hht&otjo 

[0 1 3 4 I 

ttltiE#2 004-3002325 



Capcell Pak C18 type UG80,4.6mm?5 X 150mm 
T -fc h - h U ^/tK = 14/86 (v/v) , 0.1% (v/v) 
lmL/min 
40*C 

UV 266nm 

P-p60c 5.353\ p60c 13.4^o 
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^-v: 17/E 



[0 13 5] 

nhtitzyy ? y a > 7 - 1 2 tcoi, ±gef*|$0lj 2 t PJ#(7)##TH P L C fttfrHf 

[0 13 61 
[*2] 





7 


8 


9 


10 


11 


12 


p60c (%) 


75 


20 


5 


0 


0 


0 


P-p60c (%) 


83 


17 


0 


0 


0 


0 



[0 13 7] 

[HMoffi^^i^B^] 
[0 13 8] 

im 1 ] *f&H^l3^^ffi^^#OMA L D I -T0F"7XX^^ h ;1/ 

im3] ^^wizfc&m&mfc'DMA l d i-tof-^^^^^ mw 



ftlE^t 2004-3002325 



2003-356934 
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[13 1 ] 
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[04 ] 




s^unoo 
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mm 

[ft: 1 1 
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1 . lEI^fl 0 1 9 9 1 ¥ 4J315B 

flf ^«iSr/glHfTlTM«#HBr 2 TB 6# 1 # 



ABIE*-* mSE# 2 0 0 4 - 3 0 0 2 3 2 5 



